1/34 




Figure 1A 



2/34 




3/34 




DAYS OF TREATMENT 



Figure 2A 



4/34 



m 



I 



T 



I 



t A 



CTL 


CTL 


0.3 1.0 | 3.0 


15 | 50 | 100 


0.3 | | 


DHEAmgP.C, B.I.D 


EM-800 H9 P.O., I.D. 


EM-800 15ng +DHEA 


ESTRC 


)NE 0.5 mq S.C., I.D. 


OVARIECTOMIZED 



Figure 2B 



5/34 



1100 -i 




DAYS OF TREATMENT 



Figure 3 A 



6/34 



1100 -| 




DAYS OF TREATMENT 



Figure 3B 



7/34 




Figure 4 



8/34 




Figure 5 



9/34 




Figure 6 



10/34 




Figure 7 



11/34 



SERM 
EM-652 

I CANCER 
* MAMMARY GLAND 

I CHOLESTEROL 
i TRIGLYCERIDES 
I ENDOMETRIUM 
I BONE LOSS 



positive effect 
negative effect 




HRT 

I HOT FLASHES 
^ MAMMARY GLAND 
1 CHOLESTEROL 
T TRIGLYCERIDES 
A ENDOMETRIUM 
4 BONE LOSS 



Figure 8 



12/34 




Figure 9 



13/34 




Figure 10A 



14/34 




Figure 10B 



15/34 




Figure 11A 



16/34 




17/34 



200-n 



UTERINE WEIGHT (mg) 


** 


n 








I 


** 

i 


** 

I 


I 


s 


I 


ft 

$b. 
■ 


* 


; : : 




NTAC1 


CON! 


CONT 




3 | 10 


1 


3 


10 


1 I 3 | 10 


V 


3 


10 










EM-652.HCI 

(pg.peros.lD) 


Lasofoxifene 

(as free base) 


Lasofoxifene 

(inactive enantiomer; 
as free base) 


Raloxifene 

()jg,per os,ID) 








ESTRONE (0.06 \ig, s.c, BID) 






OVARIECTOMIZED 



Figure 12 



18/34 




Figure 13 



19/34 



175 , 




Figure 14 



20/34 




Figure 15 




Figure 16 




Figure 17 



23/34 




Figure 18 



24/34 




0 20 40 60 80 100 120 140 160 180 
Days of treatment 



Figure 19A 



25/34 




Figure 19B 



26/34 




0 -I . , ■ 1 . , . 1 , , ■ , ■ , ■ 1 ■ 1 

0 20 40 60 80 100 120 140 160 180 

Days of treatment 



Figure 19C 



27/34 




Figure 20A 



28/34 




Figure 20B 



29/34 




Figure 20C 



30/34 




Figure 21 



31/34 




EM-652.HCI DOSE (mg/kg) 



Figure 22 



32/34 




Figure 23 



33/34 




Figure 24 




Figure 25 



